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DETAILED ACTION 

This Office Action is in response to the Applicant's reply received 6/1/07. Claims 55-63 
65 and 66 are pending. Claims 55-60 are withdrawn. Claim 64 is cancelled. Claims 
61 , 62 and 65 have been amended. No claims are new. 

Response to Specification Objection 
This objection is withdrawn in view of Applicant's amendment to the specification. 
Response to Applicant's Arguments - Double Patenting 
In the response submitted by the Applicant, the non-statutory Double 
Patenting rejection of claims 61-63, 65 and 66 were considered but not found 
persuasive. Claims 2, 4 and 6 of copending application 1 1/037972 (now referred to as 
'972) remain obvious over claims 61-63, 65 and 66 of the current application. Claims 2, 
4 and 6 of '972 are drawn to a method of determining a peptide that is an 
immunoregulator for a subject that shows signs of septic shock. While the amendments 
of claims limit the immunoregulator to a fraction obtainable from pregnant female urine 
of less then 15 kD and using a treated subject and a placebo subject as a control these 
methods remain obvious over '972 in view of the teachings of Valore et al. (J. Clin. 
Invest, 1998). Valore et al. teach a peptide HBD-1 that is 36-47 amino acids in length 
and is obtained from urine (Valore, see abstract) including those of pregnant subjects 
(Valore, page 1641, col 1, last paragraph ) that has antimicrobial properties against 
many strains of E.coli, the primary bacteria that causes septic shock. One of the strains 
was a fresh isolate from a patient infected with E. coli (Valore et al. page 1635, col 2 
paragraph 3). A peptide of 36-47 amino acids in length inherently has a molecular 
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weight less then 15 kD. Therefore the claims of '972 remain obvious in view of the 
teachings of Valore et al. 

Therefore the rejections stands and is repeated below. 

The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. A nonstatutory 
obviousness-type double patenting rejection is appropriate where the conflicting claims 
are not identical, but at least one examined application claim is not patentably distinct 
from the reference claim(s) because the examined application claim is either anticipated 
by, or would have been obvious over, the reference claim(s). See, e.g., In re Berg, 140 
F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 11 F.3d 1046, 29 
USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 
1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 
F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1 .321(c) or 1 .321(d) 
may be used to overcome an actual or provisional rejection based on a nonstatutory 
double patenting ground provided the conflicting application or patent either is shown to 
be commonly owned with this application, or claims an invention made as a result of 
activities undertaken within the scope of a joint research agreement. 

Effective January 1 , 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 

Claims 61-63, 65 and 66 are provisionally rejected on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 2, 4 and 6 of 
copending Application No. 1 1/037,972. Although the conflicting claims are not identical, 
they are not patentably distinct from each other because the broad recitation of 
application 10/678,995 does not exclude the limitation embodied in 11/037,972. In the 
instant case, a peptide (claim 2, 1 1/037,972) will meet the limitations of the claims in 
10/678,995 in view of the teachings of Valore et al. as described above. 
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This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 

Response to Applicant's Arguments — 35 U.S.C § 112 

In the response submitted by the Applicant the 35 U.S.C § 1 12 rejection of claims 
61-63, 65 and 66 are withdrawn in light of the Applicant's amendment. 

Response to Applicant's Arguments — 35 U.S.C § 102 

In the response submitted by the Applicant the 35 U.S.C § 102 (b) rejection of 
claims 61- 64 and 66 based on Palladino et al. is withdrawn in light of applicant's 
amendment. 

In the response submitted by the Applicant the 35 U.S.C § 102 (b) rejection of 
claim 61 based on Ohlsson et al. is withdrawn in light of applicant's amendment. 

Response to Applicant's Arguments — 35 U.S.C § 103 

In the response submitted by the Applicant the 35 U.S.C § 103 (a) rejection of 
claim 65 based on Ohlsson et al. with support from Malyak et al. and Olsyna et al. is 
withdrawn in light of applicant's amendment. 



New Rejections Necessitated by Amendment 
Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 
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The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 62 and 65 is rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

The amended claim 62 contains the phrase "therapeutic effect by determining the 
relative ratios or cytokine activity of lymphocyte subset-populations in the animal". It is 
unclear what "relative ratios" are being compared in claim 62. In the interest of compact 
prosecution, the Examiner will read the limitations of claim 63 where the enzyme levels 
or concentration determine the therapeutic effect of the urine fraction on the animal, into 
claim 62. 

The amendment to this claim 65 states the fraction of pregnant female urine has 
a molecular weight "smaller than 15 to 1 kD". Since this is a range it is unclear if the 
urine fraction is smaller then 1 5 kD or smaller then 1 kD or is within the range of 15kD to 
1 kD. Clarification is required. In the interest of compact prosecution, the Examiner will 
interpret the claim as any fraction smaller than 1 5 kD. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 
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Claims 61, 65 and 66 are rejected under 35 U.S.C. 102(b) as being anticipated 
by Wang et al (U.S. Patent # 5,436,270) with support from Wallraff et al. (J. Clinc. 
Invest, 29: 1542). 

Wang et al. teach a method for selecting an immunoregulator comprising 
administering to one mouse an amount of arginine dissolved in PBS (phosphate 
buffered saline) and another control mouse was administered only PBS as a control. 
E. coli LPS (lipopolysaccharide) was administered to both mice a day later to induce 
septic shock (Wang Example 2 and Table 2) . The mouse administered the arginine has 
a significantly higher percentage of survival (Wang, Table 2). 

Arginine is obtainable from pregnant female urine as supported by Wallraff et al. 
(Wallraff, page 1542, col 2, paragraph 3). That Applicant is reminded that the claims 
uses the word "obtainable" which is much broader than the word obtained. The 
common use definition of obtainable is an adjective meaning "capable of being obtained 
or used" and does not limit that the fraction is obtained from urine only that it is "capable 
of being obtained" from urine, which indeed arginine is, as supported by Wallraff et al. 
Furthermore arginine is an amino acid whose molecular weight is inherently less than 
1 5 kD or even less then 1 kD. Since molecular weight is an inherent property of the 
molecule, arginine will meet the limitation of any method to determine its weight 
including gel-permeation chromatography. 

Therefore the reference anticipates claims 64, 65 and 66. 
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Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 61-63 and 65-66 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Wang et al. as applied to claims 61 , 65 and 66 above and in further 
view of Palladino et al. (U.S. Patent # 5,055,447). 

The reasons for the rejection of claims 61, 65 and 66 are listed in the 35 U.S.C § 
102(b) rejection above. 

Wang et al. does teach that the concentration of cytokines such as TNF (tumor 
necrosis factor) and IL-1 (interleukin 1) are important in the mechanism of septic 
shock (Wang, col 1 , line 55 to col 2, line 25). They do not teach measuring of these 
enzymes to determine the therapeutic effect the urine fraction has on the mice. 
Regardless this would be obvious to one of ordinary skill in the art by the time the 
invention was made in view of the teachings of Palladino et al. They teach that the 
extent of septic shock in mice exposed to LPS can be determined by a cytotoxicity 
assay to determine the concentration of the cytokine TNF- a (Palladino, Example 1 , 
col 9, lines 15-25). 

It would have been obvious to someone skilled in the art to modify the 
method of Wang et al. with the cytotoxicity assay TNF- a for of Palladino et al. 
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The motivation comes from Wang who teach that TNF concentration is an 
important variable in determining septic shock. Palladino et al. provides the 
reasonable expectation of success by applying the cytotoxicity assay and . 
determining TNF concentration. 

Therefore the references listed above renders obvious claims 61-63, 65 
and 66. 

Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

In response to this office action the applicant should specifically point out 
the support for any amendments made to the disclosure, including the claims 
(MPEP 714.02 and 2163.06). Due to the procedure outlined in MPEP § 2163.06 for 



Application/Control Number: 10/678,995 Page 9 

Art Unit: 1651 

interpreting claims, it is noted that other art may be applicable under 35 U.S.C. § 102 or 
35 U.S.C. § 103(a) once the aforementioned issue(s) is/are addressed. 

Applicant is requested to provide a list of all copending U.S. applications 
that set forth similar subject matter to the present claims. A copy of such copending 
claims is requested in response to this Office action. 
CONTACT INFORMATION 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Thane Underdahl whose telephone number is (571) 

272- 9042. The examiner can normally be reached Monday through Thursday, 8:00 to 
17:00 EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael Wityshyn can be reached at (571 ) 272-0926. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 

273- 8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
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USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA)ol57^272-1Q0O. 
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